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Background

Chronic multisymptom illness (CMI) and medically unexplained symptoms are a critical health care issue
for the Veterans Health Administration (VHA) and the Department of Defense (DoD).

Individuals who have been classified with CMI often suffer from multiple symptoms, such as fatigue,
headache, muscle and joint pain, concentration and attention problems, and gastrointestinal disorders.
Their health problems have not been attributed to any other diagnosable medical conditions and are not
satisfactorily explained by standard evaluations or diagnostic testing. The symptoms must be present or
frequently recur over more than six months and should be of sufficient severity to interfere with daily
function. The clinical spectrum of CMI overlaps with symptoms of other diseases and ill-defined
conditions, such as chronic fatigue syndrome (CFS)/myalgic encephalopathy, fiboromyalgia, and irritable
bowel syndrome (IBS). Other terms that have been used to describe CMI include medically unexplained
symptoms, unexplained illnesses, or medically unexplained physical symptoms.

Estimates of the prevalence of a comparable set of symptoms in the general U.S. population provide
some context for the relative extent of medically unexplained symptoms in the military and Veteran
populations.! Based on a prospective cohort study of 500 consecutive patients presenting to a primary
care clinic with physical symptoms, a 2005 publication reported that approximately one-third of cases
were unresolved and remained unexplained after five years. [1] This is consistent with findings from a
study published in 1993 that was based on data for 26 physical symptoms from a broad multi-
community survey of more than 13,000 people in the U.S. That large survey reported that approximately
one-third of symptoms were not clearly explained by a diagnosed condition.[2]

CMI imposes a significant burden of illness, disability, and decreased quality of life on a number of
military Service Members, families, and Veterans. Therefore, diagnosis and effective therapy and related
management of CMI have great importance for Veterans Affairs (VA) and DoD. After every modern
military combat deployment, some Service Members have reported illnesses characterized by multiple
chronic symptoms upon their return. [3] Systematic studies have demonstrated that CMl is similar to
many historical postwar illnesses. [4] Among these, population-based studies have consistently
demonstrated a higher prevalence and severity of symptom reporting in Gulf War Veterans than in non-
deployed Veterans or other control groups. [5-7] While these symptom-based illnesses have been
described after military deployments, the experience of CMI is not unique to those who served in the
military, to any specific combat era, or to those who were deployed to either combat or non-combat
environments.

A 2014 report of an Institute of Medicine (IOM) committee concluded that, despite decades of research,
there is no validated cause of, or case definition for either CMI or CMI in Gulf War Veterans. [8] The
committee also found that two existing definitions capture the spectrum of multisystem symptoms most

'The reported set of physical symptoms includes: pain (e.g., headache, chest, abdominal, joint), respiratory
symptoms (e.g., cough, sore throat, ear or nasal symptoms), and other (e.g., fatigue, dizziness, palpitations), as
defined in: Kroenke K, Rosmalen J. Symptoms, syndromes, and the value of psychiatric diagnostics in patients who
have functional somatic disorders. Med Clin N Am. 2006;90:603-26.

October 2014 Page 3 of 89



commonly identified in Gulf War Veterans: the Centers for Disease Control and Prevention (CDC)
definition [7] and the Kansas definition. [6]

The CDC definition requires one or more symptoms in at least two of the fatigue, pain, and mood and
cognition categories to identify a case. The Kansas definition requires symptoms in at least three of the
domains of fatigue or sleep, pain, neurologic or cognitive or mood, gastrointestinal, respiratory, and skin
to identify a case. The CDC case definition, which has been widely used by researchers, identifies 29-60%
of US Gulf War-deployed Veterans as CMI cases depending on the population studied, whereas the
Kansas definition identifies CMI in 34% of Gulf War Veterans from Kansas who were the subject of that
study. The committee also stated that each definition had particular strengths, including the CDC
definition’s inclusion of severity indicators and the Kansas definition’s exclusionary criteria. The IOM
recommended, with reservation, the use of the two existing case definitions from the CDC and Kansas
studies, as they are the best reflection of the symptom complexes and provide the VA and DoD with a
foundation for clinical treatment and further research.

Although the character of medically unexplained symptoms appears similar after modern wars, at this
time there is insufficient evidence to determine if the excess symptoms reported after these
deployments share a common precipitating factor or pathophysiology. The authors of this CPG defined a
working case definition of chronic multisymptom illness with the goal of enhancing the health care and
ultimately improving the health status for all the populations cared for in VA and DoD. The two case
definitions recommended by IOM were intended for the 1990-1991 Gulf War Veteran population and
may not be generalizable to other conflicts.

In developing this VA/DoD clinical practice guideline, the Work Group reviewed randomized clinical trials
(RCTs) and systematic reviews on treatments for the symptoms commonly associated with CMI,
including studies on related conditions with overlapping symptoms such as fibromyalgia, CFS, and IBS. It
is likely that treatments found to be effective for one of these related or comorbid conditions are
beneficial for some patients experiencing CMI; however, the generalizability of the findings of the
studies of these conditions to CMI has not been definitively established.

While other chronic conditions were not specifically included in the literature review during the
development of this CPG, the CMI guideline may be relevant to chronic conditions that manifest with
multiple chronic symptoms and functional limitations. Chronic overlapping physical and cognitive
symptoms are sometimes attributed to specific events or conditions such as mild traumatic brain injury
(mTBI) or post-traumatic stress disorder (PTSD), when instead they may reflect contributions from
multiple factors, and thus may be amenable to the recommendations contained in this CPG. Though not
specifically studied, this CPG is likely to be a helpful adjunct to the current VA/DoD guidelines for mTBI,
PTSD, and major depressive disorder (MDD), especially when patients report multiple chronic symptoms
not readily explained by these or other health conditions.

October 2014 Page 4 of 89



About this Clinical Practice Guideline (CPG)

The Veterans Affairs (VA) and Department of Defense (DoD) Evidence-Based Practice Working Group
(EBPWG) was established and first chartered in 2004, with a mission to advise the “...Health Executive
Council on the use of clinical and epidemiological evidence to improve the health of the population
across the Veterans Health Administration (VHA) and Military Health System,” by facilitating the
development of clinical practice guidelines for the VA and DoD populations. [9] This Clinical Practice
Guideline (CPG) is intended to provide primary care clinicians with a framework by which to evaluate the
individual needs and preferences of patients who may be experiencing chronic multisymptom illness or
medically unexplained symptoms, leading to improved clinical outcomes. It is also likely to be used by
other health care professionals, including specialty care providers.

In 2001, the VA and DoD published a CPG for the Management of Medically Unexplained Symptoms:
Chronic Pain and Fatigue (2001 CPG), which was based on evidence reviewed through February 2001.
Since the release of that guideline, a growing body of research has expanded the general knowledge and
understanding of unexplained symptoms, including new findings regarding the prevalence of the
condition among the civilian and military populations and strategies for managing chronic or
unexplained symptoms. Recognition of the complex nature of CMI has led to the adoption of new
strategies to manage these patients, as well as the development and use of new pharmacotherapies.

Consequently, a recommendation to update the 2001 CPG was initiated in April 2013; this updated CPG
will be referred to in this text as the “2014 CMI CPG.” The updated CPG includes objective, evidence-
based information on the patient-centered approach to management of CMI, the benefits and harms of
pharmacologic and non-pharmacologic therapies, the management of comorbid conditions, best
practices for care delivery, and emerging innovations in clinical research and care.

The overall expected outcome of successful implementation of this guideline is to:

e Formulate an efficient and effective assessment of the patient's condition

e Optimize the use of therapy to reduce symptoms and enhance functionality
e Minimize preventable complications and morbidity

e Emphasize the use of personalized, proactive, patient-driven care

Working Definition of Chronic Multisymptom Illness

Chronic multisymptom illness (CMI) is a label given to a diverse set of disorders including, but not
limited to, chronic fatigue syndrome (CFS), fibromyalgia syndrome (FMS), and irritable bowel syndrome
(IBS). CMI encompasses military-specific medically unexplained illnesses, such as Gulf War lliness, Gulf
War Syndrome, or post-deployment syndrome. The definition of CMI also includes patients without
accepted labels, defined by generally accepted criteria, who exhibit persistent or frequently recurring
symptoms negatively impacting daily function for a minimum of six months duration from two or more
of the following six categories: fatigue, mood and cognition, musculoskeletal (including pain),
respiratory, gastrointestinal and neurologic (including headache). Patients with symptoms lasting less
than six months, or who experience only one of the listed symptoms, or with a disease with a well-
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established pathophysiology that explains all/most of their symptoms were not covered in this report.
Further consideration for inclusion should be given to symptoms affecting the following systems:
genitourinary, cardiopulmonary, and sleep.

Individuals who meet the above descriptive criteria and also meet established criteria for specific
symptom-based syndromes (e.g., fibromyalgia, IBS, CFS) may derive benefit from this guideline.

Scope of this CPG

This Clinical Practice Guideline is designed to assist primary care providers in treating and
managing patients with chronic multisymptom illness. It addresses the following elements.

Population

The patient population of interest for this CPG comprises all adults who may be experiencing CMI. The
recommendations within this guideline were developed with a focus on individuals who are eligible for
care in the Veterans Health Administration or the Department of Defense healthcare delivery system. It
includes deployed and non-deployed Veterans as well as active Service Members. This CPG does not
provide recommendations for the treatment of CMI in children or adolescents.

Intervention

This CPG provides information on potential risk factors for CMI, diagnostic technologies that may be
used for screening and assessment of CMI, management of CMI, and pharmacologic and non-
pharmacologic therapies for the treatment of CMI. Risk factors that may be associated with
predisposing, precipitating, and perpetuating CMI include medical (e.g., comorbidities), psychological
(e.g., abuse history), and occupational/environmental (e.g., chemical exposure). The categories of
diagnostic technologies considered under this CPG include biomarkers (biological markers and
neuroimaging studies), neuropsychological test batteries, and sleep studies.

Some of the management approaches considered include team-based approaches, core competencies
of the treatment team, patient-provider communication styles, the role of occupational and other
rehabilitative services, behavioral health services, and patient follow-up practices.

Non-pharmacologic therapies include psychological (i.e., hypnosis), physiological (i.e., exercise) and
complementary and alternative treatments (i.e., acupuncture, biofeedback, and nutritional
supplements) while pharmacologic therapies include, among others, antibiotics, antidepressants, and
pain medications.

Methods

The methodology used in developing the 2014 CMI CPG follows the "Guideline for Guidelines," an
internal document of the VA and DoD EBPWG. This document provides information regarding the
process of developing guidelines, including the identification and assembly of the Guideline Champions
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(Champions) and other subject matter experts from within the VA and DoD, known as the Work Group,
and ultimately, the submission of an updated CMI CPG.

The Champions and Work Group for this CPG were charged with developing evidence-based clinical
practice recommendations and publishing a guideline document to be used by providers within the
VA/DoD healthcare system. Specifically, the Champions for this guideline were responsible for
identifying the key questions of greatest clinical relevance, importance, and interest for the
management and treatment of patients with CMI. In addition, the Champions assisted in:

1. Conducting the evidence review, including providing direction on inclusion and exclusion
criteria;

Assessing the level and quality of the evidence;

Identifying appropriate disciplines to be included as part of the Work Group;

Directing and coordinating the Work Group;

vk W

Participating throughout the guideline development and review processes.

The VA Office of Quality, Safety and Value, in collaboration with the Medical Command of the DoD,
identified four clinical leaders as Champions for the 2014 CMI CPG, Drs. Paul Ciminera, Drew Helmer,
and Stephen Hunt from VA and Dr. Aniceto Navarro from DoD.

The Lewin Team (Team), including DutyFirst Consulting and ECRI Institute, was contracted by VA and
DoD to support the development of this CPG and conduct the evidence review. The Team held the first
conference call in May 2013, with participation from the contracting officer’s representatives (COR),
leaders from the VA and DoD evidence-based guideline development program, and the Champions.
During this call, the project team discussed the scope of the guideline initiative, the roles and
responsibilities of the Champions, the project timeline, and the approach for developing specific
research questions on which to base a systematic review about the management of CMI. The group also
identified a list of clinical specialties and areas of expertise that are important and relevant to the
treatment and management of CMI, from which the Work Group members were recruited. The
specialties and clinical areas of interest included Clinical Dietetics, Family Medicine, Healthcare Systems
Management and Policy, Internal Medicine, Gastroenterology, Neurology, Nursing, Pharmacy Benefit
Management, Physical Therapy, Psychiatry, Psychology and Surgery.

The guideline development process for the 2014 CMI CPG consisted of the following steps:

e Formulating evidence questions (key questions)
e Conducting the systematic review

e Convening a two and a half day face-to-face meeting with the CPG Champions and Work Group
members

e Drafting and submitting a final CPG on the management of CMI to the VA/DoD EBPWG

Appendix A provides a detailed description of each of these tasks.
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Limitations

At present, the treatment of CMl is as much an art as it is a science. While it is difficult to reduce the
management of CMI to a simple paradigm or single algorithm, there is increasing agreement that
effective, evidence-based treatment strategies have many common elements. Often, perceived
differences in treatment approaches may largely reflect differing training traditions, terminology, or
theoretical perspectives across clinical disciplines, rather than scientific research.

It is important to note that the Work Group did not formally update all aspects of the 2001 CPG. The
Work Group chose to broaden the scope of the updated guideline to encompass chronic multisymptom
illness as a whole, rather than focusing on chronic fatigue syndrome and fibromyalgia. The key questions
chosen for this CPG are those of the highest priority that would be supported by a comprehensive
evidence review. Due to resource limitations, key questions were prioritized based on relative
importance and availability of literature to adequately address them.

There is wide appreciation within the 2014 CMI CPG Work Group that the individual symptoms
experienced by patients are part of a larger continuum. Often, there may be a lack of evidence regarding
the best way in which to address different aspects of the condition. Therefore, the existing evidence for
and against various therapies was used to suggest potentially effective approaches for the rest of the
continuum. In some cases, evidence gleaned from clinical trials examining therapies for similar
“overlapping” symptom syndromes (e.g., irritable bowel syndrome, mechanical low back pain,
somatization disorder, and other chronic pain conditions) were used to formulate treatment
recommendations in the absence of more relevant evidence.

Additionally, the systematic review conducted for this CPG examined literature that was published up to
February 2014. The Work Group recognizes that several new studies have been published since that
time. Consequently, the group reviewed and incorporated new evidence in developing and refining the
recommendations, as long as the studies met all a priori inclusion criteria for the systematic review.

Algorithm Format

This clinical practice guideline includes an algorithm, which is designed to facilitate clinical decision-
making for the management CMI. The use of the algorithm format was chosen based on the
understanding that such a format can inform diagnostic and therapeutic decision-making, and has the
potential to change patterns of resource use. It allows the provider to follow a systematic approach to
critical information needed at the major decision points in the clinical process, and includes:

e Anordered sequence of steps of care
e Decisions to be considered
e Actions to be taken

A clinical algorithm diagrams a guideline into a step-by-step decision tree. Standardized symbols are
used to display each step in the algorithm, and arrows connect the numbered boxes indicating the order
in which the steps should be followed. [10]
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Rounded rectangles represent a clinical state or condition.

Hexagons represent a decision point in the guideline, formulated as a question
that can be answered Yes or No.

Rectangles represent an action in the process of care.

I

Ovals represent a link to another section within the guideline.

This CPG is not intended to serve as a standard of care. Standards of care are determined on the basis of
all clinical data available for an individual case and are subject to change as scientific knowledge and
technology advances and patterns evolve. This CPG is based on information available at the date of
publication, and is intended to provide a general guide to best practices. The guideline can assist care
providers, but the use of a CPG must always be considered as a recommendation, within the context of
a provider’s clinical judgment, in the care of an individual patient.
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Algorithm

Patient presents with a spectrum of chronic
1 symptoms not explained by other disorders and
meeting the criteria for CMI (See Box A)

Are unstable or urgent condition(s)
present?

3

N

Conduct a thorough evaluation of symptoms and
assess for comorbid conditions (See Box B)

v

Does CMI co-exist with another medical or
psychiatric condition that may explain the
symptoms?

N

Refer or treat, as indicated, before
continuing in this algorithm

\
/

Refer or treat as indicated using
appropriate evidence-based clinical
practice guidelines

N
Vi N

Consider discussing risk factors for CMI and build
therapeutic patient-provider alliance.

and personalized treatment plan, including physical
activity.

Use collaborative team-based approach and principles
of shared decision-making to develop comprehensive

Do not consider long-term use of opioid medications

. v

Initial trial of non-pharmacologic
interventions

Consider mindfulness-
based therapy,
reattribution, behavioral

Offer cognitive
behavioral therapy

Consider medical intervention,
complementary and/or brief
and integrative psychodynamic
medicine interpersonal
interventions psychotherapy

N/

N

Have
symptoms
improved to
patient
satisfaction?

/

nee:

Follow-up and
reassess as

ded

Y

N\

10
Patient presents
with pain-
predominant
symptoms

12
Patient presents

with fatigue-
predominant
symptoms

14

Patient presents
with
gastrointestinal-
predominant

16

Patient presents
with global CMI

12

Box A: Definition of CMI
Patients without a formal diagnosis but who exhibit
symptoms from two or more of the following six
categories for a minimum of six months duration:
fatigue, mood and cognition, musculoskeletal,
respiratory, gastrointestinal and neurologic.

encounters

Box B: Elements of Assessment
-Obtain medical history, conduct physical
examination and psychosocial assessment
-Consider diagnostic studies, as indicated*
-Consider additional and/or longer duration

*For alternative diagnoses only. Avoid any tests for
which there may be limited additional benefit

1 1 0 .
Consider Consider a trial TCA, SSRI or
non-opioid of SNRI pregabalin
analgesics or Consider may also be
acupuncture tramadol considered
13 - -
Consider trial of Use caution
SNRI or TCA. Do h
Consider not use W_den_

- . nsiderin
acupuncture corticosteroids, CONSIGAIINgG

-~ stimulants

antivirals or
antibiotics
15
] Treatin
Consider accordance
Do not use minimal with
acupuncture contact recognized
psychological evidence-based
therapies care for IBS

Consider a trial of SSRIs, SNRIs, or

mirtazapine
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improved to patient
satisfaction?
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Recommendations

#

Recommendation

Diagnosis and Evaluation

Strength of
Recommendation

The guideline panel recommends that all patients receive a thorough
evaluation of symptoms based on clinical judgment.

Strong For

This guideline panel recommends against the use of any test for which
there may be limited additional benefit to confirm the diagnosis of CMI.
Testing for rare exposures or biologic effects should only be done in the
presence of supportive history or physical findings.

Strong Against

This guideline panel suggests discussing risk factors using principles of
health risk communication within a therapeutic patient-provider alliance
for those patients who wish to further understand factors that could
contribute to their condition.

Weak For

Management Strategies

The guideline panel recommends using a collaborative, team-based
approach, including a behavioral health specialist, for the primary care
management of patients with CMI.

Strong For

The guideline panel recommends that the healthcare team use shared-
decision making principles to develop a comprehensive and personalized
treatment plan in the care and management of patients with CMI.

Strong For

The guideline panel suggests that all providers involved in the care of
patients with CMI enhance their knowledge of the following critical
domains:
a. Communication skills (e.g., active listening, risk
communication/perception)
Empathy skills
Working with interdisciplinary teams
The biopsychosocial model
Risk factors for CMI and analogous conditions
Military cultural competency
Deployment related exposures

S

Weak For

Therapeutic Interventions for Global CMI

The guideline panel suggests incorporating appropriate elements of
physical activity as part of a comprehensive and integrated treatment
plan for patients with CMI.

Strong For

The guideline panel recommends offering cognitive behavioral therapy,
delivered by trained professionals, for patients with CMI.

Strong For

The guideline panel recommends considering mindfulness-based
therapy, reattribution, behavioral medical intervention, and/or brief
psychodynamic interpersonal psychotherapy, delivered by trained
professionals, for patients with CMI.

Weak For

10

The guideline panel recommends considering complementary and
integrated medicine interventions as a component of personalized,
proactive patient-driven care in the management of patients with CMI.

Weak For

11

The guideline panel suggests considering a trial of selective serotonin
reuptake inhibitor (SSRI), serotonin—norepinephrine reuptake inhibitor

Weak For
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#

Recommendation

Strength of

Recommendation

(SNRI), or mirtazapine for the treatment of clinical symptoms of CMI.

12 | The guideline panel suggests against the use of doxycycline for the Weak Against
treatment of patients with clinical symptoms of CMI.

13 | The guideline panel recommends against the long-term use of opioid Strong Against
medications for the management of patients with CMI

Therapeutic Interventions for Pain-Predominant CMI

14 | The guideline panel suggests considering acupuncture as part of the Weak For
management of patients with pain-predominant symptoms of CMI.

15 | The guideline panel suggests considering non-steroidal anti- Weak For
inflammatory drugs (NSAID) for treating certain peripheral pain
symptoms associated with CMI, though they do not necessarily lead to
global beneficial effect.

16 | The guideline panel suggests considering tramadol for treating certain Weak For
pain symptoms associated with CMI that fail to respond to other non-
opioid analgesic medications or non-pharmacologic approaches.

17 | The guideline panel suggests a trial of serotonin—norepinephrine Weak For
reuptake inhibitor (SNRI) for the treatment of patients with clinical
symptoms of pain-predominant CMI.

18 | The guideline panel suggests considering a trial of tricyclic Weak For
antidepressants (TCA), selective serotonin reuptake inhibitor (SSRI), or
pregabalin (PGB) for the treatment of patients with clinical symptoms of
pain-predominant CMI.

Therapeutic Interventions for Fatigue-Predominant CMI

19 | The guideline panel recommends considering acupuncture as part of the | Weak For
management of patients with fatigue-predominant symptoms of CMI.

20 | The guideline panel suggests considering a trial of SNRI or tricyclic Weak For
antidepressants (TCA) for patients with clinical symptoms of fatigue-
predominant CMI.

21 | The guideline panel suggests against the use of pharmacologic agents for | Weak Against
sleep disturbances in CMI.

22 | The guideline panel suggests against the use of stimulants for the Weak Against
treatment of fatigue-predominant CMI.

23 | The guideline panel recommends against the empiric use of antivirals or | Strong Against
antibiotics for the treatment of fatigue-predominant CMI.

24 | The guideline panel recommends against the use of corticosteroids for Strong Against
the treatment of fatigue-predominant CMI.

25 | The guideline panel recommends against the use of immunotherapy for | Strong Against
the treatment of the symptoms of fatigue predominant CMI.

Therapeutic Interventions for Gastrointestinal-Predominant CMI

26 | The guideline panel suggests treating patients with CMI and Weak For
predominantly gastrointestinal symptoms, in accordance with recognized
evidence-based care for IBS.

27 | The guideline panel recommends considering minimal contact Weak For

psychological therapies for treatment of gastrointestinal-predominant
CMI.
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Strength of

Recommendation .
Recommendation
Weak Against

28 | The guideline panel suggests against the use of acupuncture for
treatment of patients with gastrointestinal-predominant symptoms of

CMIL.
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Diagnosis and Assessment of CMI

Chronic multisymptom illness (CMI) is a relatively new label without generally accepted diagnostic
criteria given to symptom-based disorders and challenging to diagnose definitively in clinical practice.
Due to these factors, literature guiding the identification of CMl is severely limited. The
recommendations on diagnosis and assessment in this guideline focus on addressing any urgent or
serious threats to the patient including comorbidities, conducting a thorough evaluation of symptomes,
identifying any predisposing, precipitating, or perpetuating risk factors, and using appropriate tests to
diagnose CMI.

Recommendation

1. The guideline panel recommends that all patients receive a thorough evaluation of symptoms
based on clinical judgment. (Strong For)

Discussion

A thorough and early review of all sources of information can help in validating the patient’s health
concerns, while communicating care and understanding—the necessary building blocks to an effective
patient-clinician partnership. Sources of information include the following:

e All medical records

e Medical history and psychosocial assessment

e Review of systems

e Physical examination and mental status examination (MSE)

e Review of prescribed and over-the-counter medications and supplements
e Routine test results

e Standard health assessments

In obtaining a medical history, the clinician should focus on key symptoms that may suggest a well-
defined disease explanation. Patients with unexplained symptoms have often been examined several
times in the past. However, important details may have been overlooked due to time constraints or the
frequency with which clinicians encounter such complaints in the absence of objective findings. Review
all medical records available and track down medical records that might offer important clues,
particularly to avoid unnecessary repeat testing. Consider creating a timeline of the most important
elements of the patient’s history of present illness to clarify temporal associations and longitudinal
features of the illness and important contextual factors.

Setting aside time for a detailed and thorough examination is critical for the assessment and may also
help in building an alliance with the patient, who in many cases has been seen by several clinicians.

In addition to a thorough physical examination, clinicians should perform a careful mental health status
examination, including assessment of appearance, behavior, mood and affect, cognition, thought
content and processes, and insight and judgment. A useful screen for cognitive impairment in elderly
patients consists of four questions from the Mini-Mental State Examination (MMSE) (Koenig, 1996) (i.e.,
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orientation to time, orientation to place, memorizing and repeating three non-related items, and

spelling “world” backwards). [11]

A psychosocial assessment is also critical in evaluating the patient with multisymptom illness and should

include a screening for suicidal ideation and substance use disorders. The Patient Health Questionnaire

(PHQ) is an excellent screening tool for assessing the presence of the most common psychiatric

conditions associated with complaints of fatigue: depression, symptoms, and anxiety. [12,13]

Table 1. Clarification of Symptoms

Symptom Attributes

Questions

Duration

Has the symptom existed for days, weeks, or months?

Has the symptom occurred only intermittently?

With regard to pain and fatigue, can the patient define if these symptoms
occurred only two or three days per month or constantly?

Is the symptom seasonal?

Are there times of the day when the symptom is worse?

Onset

Can the patient recall exactly how the symptom began?

Were there triggering events, either physical or emotional?

Was the onset subtle and gradual, or dramatic and sudden?

Have the triggering events tended to be the same over time or are there
changing patterns?

Location

Is the symptom localized or diffuse?
Can the patient localize the symptom by pointing to it?
If the pain is diffuse, does it involve more than one body quadrant?

Co-morbidity

Does the patient have any diagnosed co-existing illnesses?

What is the time relationship between the onset and severity of the co-existing
illnesses and the symptoms of fatigue and/or pain?

What are the symptoms other than pain and/or fatigue?

Are there co-morbid diagnoses?

Are there changes in the patient’s weight, mood, or diet?

Previous Episodes

If the symptoms are episodic, what is the pattern in regard to timing, intensity,
triggering events, and response to any prior treatment?

Intensity and impact

How severe are the symptoms (use the 1 to 10 Numerical Rating Scale (NRS))?
Ask the patient to describe any new limitations they have experienced
compared to their usual life-style, including limitations in physical endurance
or strength (e.g., climbing stairs, shopping, and amount or quality of sleep).

Previous treatment
and medications

Exploring this aspect of the history may be complicated and require obtaining
prior medical records, or having an authorized telephone conversation with
the prior treating clinician. Ask the patient to bring in his/her medication
bottles on a subsequent visit and document the exact names of the
medications. Find out which medications have/have not been helpful.

Past medical, surgical,
and psychological
history

This area includes chronic and major acute illnesses and injuries, allergies,
surgical procedures, and hospitalizations. The psychological history may take
several visits to clarify, depending upon the ease with which the patient can
articulate his/her emotional status and past and present issues. Explore
stressors such as occupational and family issues.

Patient perception of

Often omitted from the history-taking are questions designed to gain some
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Symptom Attributes Questions

symptoms understanding of what the patient believes is happening. Ask the patient about
his/her hunches and fears.

There is little evidence to predict the impact that diagnostic labels will have on the clinical course of
patients with these symptoms. However, clinicians should consider the following:

e Assigning specific diagnostic labels may have implications in the clinical course for an individual
with CMI

e A diagnostic label may sometimes unnecessarily cause a patient to define him or herself as ill, an
effect that could be especially problematic in occupational health care settings. Other clinicians
may shift their attention/prioritization of the individual’s concerns in response to a label.

e The potential risks and benefits of applying a particular diagnostic label to symptom clusters
should be weighed by the clinician and discussed with the patient prior to applying such a label

e The clinician should consider symptom-based approaches to managing CMI; such approaches
may be useful, without having to rely on specific diagnostic labels.

Recommendation

2. This guideline panel recommends against the use of any test for which there may be limited
additional benefit to confirm the diagnosis of CMI. Testing for rare exposures or biologic effects
should only be done in the presence of supportive history or physical findings. (Strong Against)

Discussion

Clinicians who are diagnosing patients with CMI often find themselves conducting a battery of diagnostic
tests on the patient. However, the studies reviewed on the value of specific tests in patients with CMI
were primarily hypothesis generating and designed to detect differences between symptomatic patients
and other populations, and not to support development of a diagnostic evaluation for an individual. The
evidence shows little benefit for an individual patient, and sometimes indicates risk of harm, in
conducting these diagnostic tests. When deciding whether or not to conduct additional testing,
consideration should be given for patient preferences, presence of population norms for test values,
previously negative test results, and risk and benefit of test procedure. Providers should engage patients
in shared decision-making on clinical appropriateness of testing (see management recommendations).
Given the lack of available research to support testing, care teams should discuss opportunities for
patient participation in approved research studies of diagnostic tests and approaches.

The evidence review revealed 22 studies of assays and assessments that include cholinergic function
assessment, cholinergic challenge, genetic testing, immune system testing, neurologic function testing,
neuroimaging and muscle testing. Most of the studies reviewed were hypothesis generating and
designed to detect a difference between groups (i.e., symptomatic patients and other populations), and
not to support development of a diagnostic approach for an individual patient. The findings of these
studies may be used to support future research efforts, but there is insufficient evidence to endorse any
of these modalities for general clinical use at present. The harms and burdens were considered to
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outweigh the benefits for all of these modalities. While some important factors (e.g., complexity,
availability of resources) could be qualitatively considered during the evaluation of the use of a
diagnostic test for a specific individual with CMI, information regarding other critical factors (e.g.,
repeatability, accuracy, precision, generalizability to the different deployed populations, Veterans, and
Service Members) are not available.

Results were inconsistent or negative in distinguishing CMI patients from healthy Veterans by
physiologic measures to include cholinergic function, [14] immune system function, [15-19] and
neuropsychological test performance. [16,20-22] Studies of genetic tests were limited in number and
scope, so that no definitive test can be recommended. Neuromuscular evaluations to include
electrodiagnostic testing [23] and muscle biopsy [24] in UK Gulf War Veterans did not demonstrate a
diagnostic predictive value or pathophysiologic explanation for CMI symptoms.

Studies employing neuroimaging modalities such as diffusion tensor imaging, [25] functional MR, [25]
and voxel based morphometry [26] show promising preliminary results, but require further investigation
and replication before any of these modalities can be recommended. Arterial spin labeling to measure
hippocampal blood flow also shows promising early results, but cannot be recommended at this time
due to the poor quality of the evidence. [27] The authors of this guideline recommend continued
research of neuroimaging methods for diagnosing CMI.

Recommendation

3. This guideline panel suggests discussing risk factors using principles of health risk
communication within a therapeutic patient-provider alliance for those patients who wish to
further understand factors that could contribute to their condition. (Weak For)

Discussion

The Work Group aimed to identify factors that may predispose individuals to developing CMI (e.g., sex,
history of abuse), precipitate the development of CMI (e.g., recent trauma, unexpected military
deployment), and factors that may perpetuate CMI (e.g., divorce, unemployment). While there are no
randomized trials studying causality, there are a few systematic reviews and cohort studies published
since 2000 that either directly studied factors seen in individuals with CMI or indirectly in other
medically unexplained illnesses. Studies that were case controlled with at least 500 subjects were
included. Eighteen studies were identified that met the workgroup’s criteria.

The Work Group believes that understanding and communicating risk factors for CMI with individuals
who wish to understand factors that could contribute to their condition potentially enhances provider
and patient awareness, engenders trust, and promotes discovery of potentially treatable issues that may
reduce the severity of CMI. [28] It should be emphasized, however, that the evidence for the risk factors
reviewed is not sufficient for determination of a causal relationship to the predisposition to,
precipitation, or perpetuation of CMI. A patient may have CMI and few risk factors, or may not have CMI
but have many risk factors. The low predictive value of these risk factors precludes their use for

October 2014 Page 18 of 89



diagnostic purposes and over reliance may adversely affect the therapeutic alliance with the patient.
Multiple studies of symptom based disorders reported a strong association with prior abuse.

Multiple studies of symptom based disorders reported a strong association with prior abuse. Although
none of the studies we reviewed directly looked at abuse in CMI, there is a strong association with
sexual abuse defined as rape and the lifetime diagnosis of fiboromyalgia (OR 3.35), chronic pelvic pain
(OR 3.27) and functional gastrointestinal disorders (OR 4.01). [29] Hauser et al. published a meta-
analysis of 18 studies that revealed a significant association between fibromyalgia syndrome and self-
reported physical and sexual abuse in childhood and adulthood, but not between FMS and emotional
abuse. [30]

Precipitating Factors

There were three papers that directly studied potential precipitating factors in individuals with CMI.
Powel et al. studied 21,400 individuals deployed to Iraq and Afghanistan from 2004 to 2008 utilizing the
Millennium Cohort Study. [31] After adjusting for sex, birth year, education, service branch, pay grade,
smoking, alcohol problems, mental health symptoms (including those related to depression, anxiety and
PTSD) and baseline CMI, they found no relationship between individuals deployed to areas three miles
from a burn pit and CMI, compared with other locations. In 1991 a controlled detonation of the
Khamisiyah Ammunition Storage Facility in Iraq was later discovered to have contained chemical
weapons (sarin and cyclosarine). The amount of nerve agent in the resultant plume is unclear but it has
been postulated that exposure to low-levels of chemical weapons may precipitate CMI. [31] Blanchard
et al. using a cross sectional cohort compared 1,061 deployed Gulf War Veterans and 1,128 non-
deployed Veterans between 1999 and 2001 with the goal of identifying factors associated with CMI. [5]
They found that combat exposure, PTSD, major depression, substance use disorder and anxiety
disorders were strongly associated with CMI. On the other hand, the authors did not find a statistically
significant association with CMI in 236 individuals who were deployed and likely exposed to Khamisiyah
compared to non-exposed deployed Veterans at that time. A systemic review by Gronseth studying Gulf
War Syndrome was unable to find sufficient evidence to determine if exposure to toxins encountered
during the Persian Gulf War was associated with the development of Gulf War Syndrome. [32] Gronseth
points out many limitations in the reviewed studies including a potential bias due to reliance on self-
reporting and variations in exposure to a causative factor.

Although CMI occurs in military and non-military populations and is seen in higher rates in deployed
compared to non-deployed populations, Blanchard’s study is consistent with previous studies in
reporting a higher prevalence (28%) of CMI in Gulf War Veterans compared to Veterans from other
deployments and that the more combat exposure the stronger the association to CMI. The strong
association of the Gulf War and CMl is not just a United States phenomenon. Kelsall et al. reported the
strong relationship between CMI and Gulf War deployment, depression and PTSD in Australian military
men when compared to individuals actively deployed to non-Gulf War or peacekeeping operations, and
when compared to non-deployed military personnel. [33] An explanation of etiology for the increased
prevalence of CMI in Gulf War Veterans continues to evade studies.
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There are other symptom-based disorders that share features of CMI with strong associations to

deployment. Eisen et al. found that compared to non-deployed Veterans, deployed Gulf War Veterans

had a higher association with fibromyalgia (OR 2.32) and chronic fatigue syndrome (OR 40.6). Reporting

bias was a major limitation to this study. [34] Dhillon and Boyd performed a retrospective cohort study

to examine the prevalence of life stressors before, during and after the Persian Gulf War in Veterans

who reported chronic fatigue syndrome. [35] They found that individuals who developed CFS after

deployment were less educated, wounded in battle, had a traumatic event during war, were demoted

two years after war, or unable to work due to an illness or injury. Interestingly a cross sectional survey

study by Jamil et al. found that during the Gulf War, military Service Members were more likely than

civilians to develop CFS (AOR 6.99) and those living closer to the Kuwait border had higher rates of CFS.

(36]

Perpetuating Factors

We were unable to find any studies directly addressing perpetuating factors of CMI that met our search

criteria. One systematic review found that the severity of symptoms in medically unexplained

symptoms, somatization disorder and hypochondriasis in the general population may be predictive of

symptom persistence. [37]

Table 2: Risk Factors for CMI

Risk factor for
CMmI

Strength of Association/
Correlation

Strength of
Directness/
Generalizability

Additional Comments

Pre

disposing Factors

Older age (born
before 1960)

Moderate positive (AOR
1.4)

Strong

OIF/OEF; Not studied in
Operation Desert Storm and
Desert Shield (2)

Prospectively included deployed
individuals

Female Moderate positive (AOR | Strong Prospectively included deployed
1.4) individuals
Army vs. Air Moderate positive (AOR | Strong (limited to Likely surrogate marker for

Force (Army)

1.4)

OIF/OEF)

combat exposure
Prospectively included deployed
individuals

Reserve guard

Weak Reserve Guard

Strong (limited to

members negative effect (AOR .84) | OIF/OEF)
Officers Weak Officers negative Strong (limited to Prospectively included deployed
effect (AOR 0.69) OIF/OEF) individuals
History of Stro